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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
December 5, 2007 has been entered. 

The Examiner acknowledges the applicant's remarks and arguments of 
December 5, 2007 made to the office action filed June 5, 2007. Claims 1, 4-6 and 13- 
22 are pending. 

For the reasons in the previous office action and below, the Applicant's 
arguments of the following rejections were found not persuasive, thus the rejections are 
upheld: 1) the 35 USC 103(a) rejection of claims 1 and 13-18 as being unpatentalbe 
over Berendsen; 2) the 35 USC 103(a) rejection of claim 5 as being unpatentalbe over 
Berendsen as applied to claims 1 and 13-18 above and further in view of Carr et al.; 3) 
the 35 USC (103(a) rejection of claims 4, 21 and 22 as being unpatentalbe over 
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Berendsen as applied to claims 1 and 13-18 above and further in view of Stearns et al., 
and further in view of Janowsky et al. 

Due to no new amendment to the claims, the previous 35 U.S.C. 103(a) are 
repeated below. The Applicant's arguments are addressed below. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

(1) Claims 1 and 13-18 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Berendsen ("The Role of Serotonin in Hot Flushes", 2000, 
Maturitas, vol. 36, pages 155-164). 

Berendsen teaches that it is believed that the 5-HT2a receptor subtype may play 
a key role in the occurrence of hot flushes (see abstract, in particular.) In particular, 
Berendsen teaches that blockade of 5-HT2a receptors by treatment with the 5-HT2 
receptor blocker mirtazapine reduced the frequency and intensity of hot flushes (see 
pages 159-160, Section 1, in particular.) Thus, Berendsen teaches treatment of 
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vasomotor symptoms in a subject by administering a therapeutically effective amount of 
a 5-HT2a antagonist (i.e. mirtazapine), as recited in claim 1 . 

It is furthermore noted that Berendsen teaches that the mixed 5-HT and 
noradrenaline reuptake inhibitor venlafaxine has been shown to reduce the frequency 
and severity of hot flushes in women (see page 160, Section 3, in particular.) 
Accordingly, it is considered that Berendsen teaches treatment of vasomotor symptoms 
in a subject by administering a therapeutically effective amount of a norepinephrine 
reuptake inhibitor (noradrenaline reuptake inhibitor, i.e. venlafaxine), as recited in claim 
1. 

Berendsen does not specifically teach a method of treatment with a first 
component having norepinephrine reuptake inhibition activity and a second component 
having 5-HT2a receptor antagonist activity, as recited in claim 1 . 

However, as Berendsen teaches two compounds, namely mirtazapine and 
venlafaxine, that have the recited activities and that are both effective for the treatment 
of hot flashes, it is considered that one of ordinary skill in the art at the time the 
invention was made would have found it obvious to provide both the mirtazapine and 
venlafaxine compounds in effective amounts for the treatment of hot flashes, with the 
expectation of providing a suitable treatment for the condition. Note it is considered that 
"[l]t is prima facie obvious to combine two compositions each of which is taught by the 
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prior art to be useful for the same purpose, in order to form a third composition to be 
used for the very same purpose ....[T]he idea of combining them flows logically from 
their having been individually taught in the prior art." In re Kerkhoven, 626 F.2d 846, 
850,205 USPQ 1069, 1072 (CCPA 1980.) Accordingly, the method of claim 3 is obvious 
over the teachings of Berendsen. 

Regarding claim 13, Berendsen teaches the compounds treat hot flushes, as 
discussed above. Regarding claims 14-15, Berendsen teaches the treatment of human 
females, as discussed above. Regarding claim 17, Berendsen teaches that the 5-HT2a 
receptor blockers can treat menopausal women (see pages 159-160, Section 1, in 
particular.) 

Regarding claims 16 and 18, Berendsen teaches that hot flushes can occur 
during the perimenopausal period or after menopause (see page 156, right hand 
column, first full paragraph, in particular.) Accordingly, given that Berendsen teaches 
that the compounds can treat hot flashes, it is considered that one of ordinary skill in the 
art at the time the invention was made would have found it obvious to administer one or 
more of the compounds to perimenopausal or post-menopausal women experiencing 
hot flashes, with the expectation of achieving some treatment and/or amelioration of the 
hot flashes. 
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(2) Claim 5 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Berendsen (Maturitas, 2000, vol. 36, pages 155-164) as applied to claims 1 and 13- 
18 above, and further in view of Carr et al (WO 91/18602). 

Berendsen is applied as discussed for claims 1 and 13-18 above, and teaches 
the treatment of hot flushes with compounds that have 5-HT2 antagonist activity, such 
as mirtazapine, and that have norepinephrine reuptake inhibitor activity, such as 
venlafaxine. 

Berendsen does not specifically teach providing the specific 5-HT2a antagonist 
as recited in claim 5. 

Carr et al. teaches a new 5HT2 antagonist that is (+)-a- (2,3-dimethoxyphenyl)-l\- 
[2-(4-flurophenyl)ethyl]-4-piperidinemethanol (see abstract, in particular) and that can be 
used for therapeutic treatment of disease states, as recited in the claim. 

Accordingly, it is considered that one of ordinary skill in the art at the time the 
invention was made would have found it obvious to provide the specific antagonist of 
Carr et al. in the treatment method of Berendsen, because Berendsen teaches that 
compounds having 5-HT2 antagonist activity are effective in treating hot flashes, 
whereas Carr et al. teaches a specific 5-HT2 antagonist that can be administered for 
therapeutic use. Thus, one of ordinary skill in the art would have been motivated to 
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provide the specific compound having the 5-HT2 antagonist activity in the method of 
Berendsen, with the expectation of success in achieving treatment of hot flashes in the 
patients. Accordingly, claim 5 is obvious over the teachings of Berendsen and Carr et al. 

(3) Claims 4 and 21-22 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Berendsen (Maturitas, 2000, vol. 36, pages 155-164) as applied 
to claims 1 and 13-18 above, and further in view of Stearns et al. ("A Pilot Trial 
Assessing the Efficacy of Paroxetine Hydrochloride (Paxil®) in Controlling Hot 
Flashes in Breast Cancer Survivors", Annals of Oncology, 2000, Vol. 11, pages 
17-22), and further in view of Janowsky et al. ("Desipramine: An Overview", The 
Journal of Clinical Psychiatry, 1984, Vo!. 45, No. 10, Sec. 2, pages 3-7.) 

Berendsen is applied as discussed for claims 1 and 13-18 above, and teaches 
treatment of hot flushes with compounds that have 5-HT2 antagonist activity, such as 
mirtazapine, and that have combined serotonin and norepinephrine reuptake inhibitor 
activity, such as venlafaxine. 

Berendsen does not teach providing the specific compounds as recited in claim 4 
that are norepinephrine reuptake inhibitors, such as desipramine. 

Stearns et al. teaches that hot flashes are accompanied by co-existing 
symptoms, including depression, nervousness, agitation and insomnia and inability to 
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concentrate, which symptoms can also exacerbate the hot flashes (see page 17, left 
hand column, second full paragraph, in particular.) Accordingly, Stearns et al. teaches 
that depression is a condition that commonly co-exists with, and exacerbates, 
individuals suffering from hot flashes and is also commonly associated with menopause 
in general (see paragraph bridging pages 17-18, in particular.) 

Stearns et al. does not specifically teach administering the compounds having 
the norepinephrine reuptake inhibiting activity as recited in claim 4, such as 
desipramine. 

Janowsky et al. teaches that desipramine is an efficacious antidepressant that is 
comparable with other antidepressants such as amitriptyline, doxepin and imipramine 
(see page 3, left hand column, first full paragraph, in particular.) Accordingly, Janowsky 
et al. teaches that the specific compounds as recited in claim 4, such as desipramine, 
can be administered for the treatment of depression. 

Accordingly, it is considered that one of ordinary skill in the art at the time the 
invention was made would have found it obvious to administer the specific compound 
such as desipramine, as taught by Janowsky et al. for the treatment of depression 
occurring as a co-symptom of hot flashes and/or menopause, as taught by Stearns et 
al, because Stearns et al. teaches that depression is a co-symptom of hot flashes 
and/or menopause that can also exacerbate the hot flashes, whereas Janowsky et al. 
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teaches that the compounds are capable of treating depression. Thus, one of ordinary 
skill in the art would have been motivated to provide the specific compounds, such as 
desipramine, in the treatment of depression occurring as a co-symptom of hot flashes 
and/or menopause, as in Stearns et al, with the expectation of providing a treatment 
capable of alleviating the co-symptoms of hot flashes and/or menopause to lessen the 
severity of the hot flashes. 

One of ordinary skill in the art at the time the invention was made would 
furthermore have found it obvious to provide the hot flash and/or menopause co- 
symptom depression treatment of Stearns et al. and Janowksy et al. in the hot flash 
method treatment of Berendsen, such as the treatment as described by Berendsen with 
5-HT2a antagonists (e.g. mirtazapine), because Berendsen teaches a method of 
treatment of hot flashes to reduce their frequency and duration, as discussed above, 
whereas Stearns et al. and Janowsky et al. teach the treatment of a co-symptom 
(depression) that commonly occurs along with hot flashes and/or menopause. That is, 
the patient population treated by the method of Stearns et al. and Janowsky, and that 
treated by Berendsen are the same and/or overlapping. Accordingly, it is considered 
that one of ordinary skill in the art would have been motivated to combine the co- 
symptom depression treatment with the hot flash and/or menopause treatment of 
Berendsen, with the expectation of success in achieving treatment of hot flashes and 
hot flash symptoms and commonly co-existing menopause symptoms in a patient. Note 
furthermore that it is considered that "[l]t is prima facie obvious to combine two 
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compositions each of which is taught by the prior art to be useful for the same purpose, 
in order to form a third composition to be used for the very same purpose .... 
[T]he idea of combining them flows logically from their having been individually taught in 
the prior art." In re Kerkhoven, 626 F.2d 846, 850,205 USPQ 1069, 1072 (CCPA 1980.) 
Accordingly, claim 4 is considered to be obvious over the combined teachings of 
Berendsen, Stearns et al. and Janowsky et al. 

Regarding claims 21-22, it is considered that as the references render obvious 
the administration of the compounds for the treatment of the hot flash condition and co- 
symptoms of the condition, one of ordinary skill in the art at the time the invention was 
made would have found it obvious to vary and/or optimize the administration of the 
drugs, such as by providing concurrent or simultaneous administration, according to the 
guidance provided by the references, to provide a treatment method with desired 
properties, such as desired treatment efficacy. It is noted that "[W]here the general 
conditions of a claim are disclosed in the prior art, it is not inventive to discover the 
optimum or workable ranges by routine experimentation." In re Aller, 220 F.2d 454,456, 
105 USPQ 233, 235 (CCPA 1955.) 

(4) Claim 6 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Berendsen (Maturitas, 2000, vol. 36, pages 155-164) as applied to claims 1 and 13- 
18 above, and further in view of Stearns et al. (Annals of Oncology, 2000, Vol. 11, 
pages 17-22), and further in view of Janowsky et al (The Journal of Clinical 
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Psychiatry, 1984, Vol. 451 No. 10, Sec. 2, pages 3-7), as applied to claim 4 above, 
and further in view of Carr et al. (WO 91/18602). 

Berendsen, Stearns et al. and Janowsky et al. are applied as discussed above, 
and teach a method of treating hot flashes in a patient by administering a 5-HT2a 
antagonist and an antidepressant that may be one of those recited in claim 6, such as 
desipramine. 

The references do not specifically teach providing the specific 5-HT2a antagonist 
as recited in claim 6. 

Carr et al. teaches a new 5HT2 antagonist that is (+)-a- (2,3-dimethoxyphenyl)-l\- 
[2-(4-flurophenyl)ethyl]-4-piperidinemethanol (see abstract, in particular) and that can be 
used for therapeutic treatment of disease states, as recited in the claim. 

Accordingly, it is considered that one of ordinary skill in the art at the time the 
invention was made would have found it obvious to provide the specific antagonist of 
Carr et al. in the treatment method of Berendsen, Stearns et al. and Janowsky et al, 
because Berendsen, Stearns et al. and Janowsky et al. teach that compounds having 5- 
HT2 antagonist activity are effective in treating hot flashes, whereas Carr et al. teaches 
a specific 5-HT2 antagonist that can be administered for therapeutic use. Thus, one of 
ordinary skill in the art would have been motivated to provide the specific compound 
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having the 5-HT2 antagonist activity in the method of Berendsen, Stearns et al. and 
Janowsky et al, with the expectation of success in achieving treatment of hot flashes in 
patients. Accordingly, claim 6 is obvious over the teachings of Berendsen, Stearns, 
Janowsky et al. and Carr et al. 

(5) Claims 19-20 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Berendsen (Maturitas, 2000, vol. 36, pages 155-164) as applied to claims 1 
and 13-18 above, and further in view of Quella et al. ("Pilot Evaluation of 
Venlafaxine for the treatment of Hot Flashes in Men Undergoing Androgen 
Ablation Therapy for Prostate Cancer", 1999, Journal of Urology, vol. 162, pages 
98-102.) 

Berendsen is applied as discussed for claims 1 and 13-18 above, and teaches 
methods of treatment for patients suffering from hot flashes with the compounds as 
recited in the claims. 

Berendsen does not specifically teach treatment of male patients or male 
patients that are naturally, chemically or surgically andropausal, as recited in claim 20. 

Quella et al. teaches that men undergoing androgen ablation therapy experience 
hot flashes (see abstract, in particular.) Quella et al. teaches treatment of hot flashes in 
men undergoing androgen deprivation therapy for prostate cancer (see page 98, first full 
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paragraph), and thus teaches the treatment of male patients that are chemically or 
surgically andropausal, as recited in the claims. 

Accordingly, it is considered that one of ordinary skill in the art at the time the 
invention was made would have found it obvious to treat men to alleviate hot flashes, 
such as andropausal men, because Quella et al. teaches that such men experience hot 
flashes, whereas Berendsen teaches a method of treating such hot flashes. Thus, one 
of ordinary skill in the art would have been motivated to treat the men having hot flashes 
with the method of Berendsen, with the expectation of success in treating the hot 
flashes. 

Response to Arguments 

Applicant's arguments filed December 5, 2007 have been fully considered but 
they are not persuasive. 

The Applicant argues that there is not motivation to modify the Berendsen 
reference to achieve applicant's claimed invention, as urged by the Office. 

The Examiner disagrees because a specific teaching, suggestion or motivation is 
not required to support a finding of obviousness. See the recent Board decision Ex 
parte Smith, -USPQ2d-, slip op. at 20, (Bd. Pat. App. & Interf. June 25, 2007) (citing 
KSR, 82 USPQ2d at 1396) (available at 



Application/Control Number: 10/685,974 Page 14 

Art Unit: 1617 

http://www.uspto.gov/web/offices/dcom/bpai/prec/fd071925.pdf ). Additionally, the 
Examiner has provided motivation to modify the Berendsen reference in the previous 
office action and above. Particularly, the motivation is that one skilled in the art would 
have the expectation of achieving some treatment and/or amelioration of the hot 
flashes. 

The Applicant argues that venlafaxine is an NRI/SRI not an NRI, as 
required by claim 1 , as amended. Thus, an NRI and a 5HT2a receptor 
antagonist is not taught. 

The Examiner disagrees because the claim does not limit venlafaxine to be a 
selective NRI, thus venlafaxine is still an NRI. The combination arguments are 
addressed below. 

The Applicant argues that a skilled artisan would have conflicting 
information with respect to the usefulness of a 5HT2a receptor antagonist 
in treating hot flush and therefore would not have a reasonable basis for 
concluding that the claimed invention would have been obvious to do. 

The Examiner disagrees because the examples cited by the Applicant are in the 
specification and not from the Berendsen reference. The Berendsen reference teaches 
that at the time of the invention 5HT2a receptor antagonist are a viable way to treat hot 
flashes (see 159, column 2 in its entirety and the flow chart). 

The Applicant argues that the Office has not established that there would 
be a reasonable expectation of success of using a combination of an NRI 
and a 5HT2a receptor antagonist to treat hot flush. Because high doses 
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of NRI cause side effects (see Janowsky et al., Journal of Clinical 
Psychiatry, 1984, vol. 45, pages 3-9), a skilled artisan would avoid the 
adition of other compounds that might further exacerbate these side 
effects. Thus, the prior art teaches away from making the using the 
claimed combination to treat hot flush. The Office cannot use hindsight 
reconstruction ot pick and choose among isolated disclosures in the prior 
art to deprecate the claimed invention. A proper prima facie obviousness 
rejection was not established. 

The Examiner disagrees because the reasons for expectation of success are 
given on page 1 1 of the final action, paragraph 3 in its entirety, and also repeated 
above. Furthermore, a case of prima facie obviousness was exablished in the final 
rejection (as well as above) as set forth by Graham v John Deere. The idea of 
combining the teachings of Berendsen flows logically from their having been individually 
taught in the prior art. See In re Kerkhoven, 626 F.2d 846,850, 205 USPQ 1069, 1072 
(CCPA 1980). The combination is implicitly showed by the combined teachings 
knowledge of one of ordinary skill in the art and the nature of the problem to be solved 
as a whole would have suggested to those of ordinary skill in the art. In regards to the 
teaching away of the prior art, Berendsen clearly teaches that the mixed 5-HT and NRI 
venlafaxine has been shown to reduce the frequency and severity of hot flushes in 
women (see page 160, section 3). Thus, the prior art does not teach away from the 
combination. The Janowsky et al. reference teaches that clinicians are often attracted 
to desipramine by its reputedly low side effect profile (see page 4, column 2, side effects 
in its entirety). Therefore, the drug has side effects, but compared to other drugs, it has 
a lower effect (see page 5, column 1, lines 1-2; second paragraph in its entirety.) 
Nevertheless, Janowsky et al. teaches that desipramine is widely utilized because it is 
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considered to be a relatively safe antidepresant which has a long track record (see page 
6, column 2, conclusion, lines 1-3). 

The Applicant argues that claims 4-6 and 19-22 are not rendered obvious 
with the other references because of the arguments above. 

The Examiner disagrees for the reasons stated above. 

Conclusion 

No claims allowed. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to KENDRA D. CARTER whose 
telephone number is (571 )272-9034. The examiner can normally be reached on 7:30 
am - 4:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on (571) 272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

IK. D. C.I 

Examiner, Art Unit 1617 



/SREENI PADMANABHAN/ 
Supervisory Patent Examiner, Art Unit 1617 



